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DETAILED ACTION 

1. Claims 1-26 are under examination. 

Claim Rejections - 35 USC § 112 

2. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

3. Claim 9 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for failing to 
particularly point out and distinctly claim the subject matter which applicant regards as the 
invention. Claim 9 recites the limitation "the cells" in claim 8. Claim is dependent from 
claim 4, which recites both neural progenitor cells and neural cells that are lost or injured in a 
mammal. The antecedent basis for "the cells" in claim 9 is ambiguous as it may refer to 
transplanted neural progenitor cells or neural cells at a site of injury or loss. 

Claim Rejections - 35 USC §102 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
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patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in ihc Hnglish language. 

5. Claims 1, 3-9, 15-19, and 25 are rejected under 35 U.S.C. 102(e) as being anticipated by US 
Patent Application Publication 20040214766 (Alitalo), filed September 23, 2003. Alitolo 
teaches administration of VEGF-C or VEGF-D products, which are VEGFR-2 ligands, to 
promote regeneration, differentiation and migration of neural stem cells or neuronal 
progenitor cells in patients exhibiting symptoms of a neurodegenerative disease or who have 
endured neural trauma or injury [0390]. The VEGF-C may be optionally administered in 
conjunction with FGF-2 in a single pharmaceutical composition (see [0111 and claim 24). 
"VEGF-C" includes VEGF-C anac [0087]. The neural stem cells may be transplanted; the 
cells and/or the growth factors may be administered systemically, or locally at the site of 
neuropathology ([0107] [0192]). Alitalo teaches that neural stem and progenitor lines, and 
purified neural stem cells, may be used in the methods [0108]. Neural stem cells isolated 
from brain inherently express VEGFR-1 and VEGFR-2 (recited in instant claim 9) as 
evidenced by US Patent Application Publication 20030203844, in FIG. 35 and [0071]. 
Alitalo, therefore, teaches the same produce, administered by the same means, to the same 
patient population, for the same purpose as recited in instant claims 1, 3-8, 15-19, and 25. 

6. Claims 21, 22, and 25 are rejected under 35 U.S.C. 102(b) as being anticipated by US Patent 
6261585, 17 July 2001 (of record). The reference teaches incorporation in of VEGF and 
bFGF into biocompatible polymers for in vivo implantation (column 3, lines 35-50), thereby 
anticipating claims 20, 21, and 25. 
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7. Claims 21, 22, and 25 are rejected under 35 U.S.C. 102(e) as being anticipated by US Patent 
6726718, filed December 13, 1999. The '718 patent discloses a composition comprising 
VEGF, FGF, Tat protein (also a VEGFR-2 ligand) and viable cells (see claim 1), thereby 
anticipating claims 20, 21, and 25. 

8. Claims 1-9, 11,12, 15-19, and 25 are rejected under 35 U.S.C. 102(e) as being anticipated by 
US Patent Application Publication 20030203844 (Delfani) filed April 30, 1998 (of record). 
Dclfani teaches methods of treatment of CNS disorders, including strokes and trauma [0183], 
using reagents that modulate the proliferation, migration, differentiation and survival of 
central nervous system cells (see Abstract). The disclosed reagents include VEGF (whole 
document) and FGF2 [0338]; these factors are taught to be administered locally [0222]. 
Delfani teaches administration of neural stem cells propagated ex vivo [0035]. The disclosed 
method of culturing neural stem cells included growth in medium containing bFGF (FGF-2) 
followed by VEGF [0326-0328], a recited in instant claim 2. The neural stem cells express 
VEGFR-1 and VEGFR-2 (recited in instant claim 9; see FIG. 35 and [0071]). The effect of 
modulating the migration of neural progenitor cells recited in the instant claims indicates an 
intended outcome and does not result in manipulative difference in steps of the claims. 
Furthermore, the effect of modulating the migration of neural progenitor cells merely reflects 
a newly discovered inherent property; this outcome would occur whenever the methods 
taught in the prior art are practiced. "Preamble language in claims of patents directed to 
administration of anticancer drug are expressions of purpose and intended result, and as such 
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are non-limiting, since language does not result in manipulative difference in steps of 
claims. . .Expressions of efficacy in claims of patents directed to administration of anticancer 
drug will not be given limiting effect, even though new uses of old processes are patentable, 
since claimed process in present case is not directed to new use, and it consists of same steps 
described in prior art reference, and since newly discovered results of known processes 
directed to same purpose are inherent, and thus are not patentable." Bristol-Myers Squibb Co. 
v. Ben Venue Labs Inc., 246 F.3d 1368, 58 USPQ2d 1508 (Fed. Cir. 2001) (61 PTCJ 623, 
4/27/01) 

Claim Rejections - 35 USC §103 

9. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

10. Claims 13, 14, 22, 23, and 26 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
US Patent Application Publication 20030203844 (Delfani) and US Patent Application 
Publication 20040214766 (Alitalo), as applied to claim 1-9, 1 1, 12, 15-19, and 25 above, and 
further in view of US Patent 6261585, US Patent 6726718, and US Patent 6171610. The 
instant claims are drawn to methods of treatment comprising administration of a VEGFR-2 
ligand and FGF-2 associated with a biocompatible matrix (claims 13 and 14) and 



Application/Control Number: 10/583,786 Page 6 

Art Unit: 1647 

compositions comprising a biocompatible matrix, VEGFR-2 ligand, FGF-2, and neural 
progenitor cells (claims 22, 23, and 26). 
1 1 . As noted above, the Delfani and Alitalo references teach treatments using local 

administration VEGF, FGF2, and neural stem ceils for the treatment of diseased or damaged 
neural tissue. Delfani and Alitalo do not teach administration of these treatments in a 
biocompatible matrix as recited in the instant claims. US Patent 6261585 teaches 
incorporation in of VEGF and bFGF into biocompatible polymers for in vivo implantation. 
US Patent 6726718 discloses a composition comprising VEGF, FGF, Tat protein and viable 
cells in a biocompatible matrix. The '718 patent does not specifically teach neural progenitor 
cells as the cell to be administered with the biocompatible matrix. US Patent 6171610 
teaches compositions and methods for treating defective nervous tissue comprising 
incorporation of neural or neuroendocrine stem cells into a biocompatible support structure 
(see claims 1, 17-19, 21, 34-36, 39-47, and 51-58). Therefore, both the '585 and '718 patents 
teach that biocompatible matrices can be used as means to locally deliver VEGF, bFGF, and 
or cells to selected sites, and the '610 patent teaches the implantation of neural progenitor 
cells by means of a biocompatible matrix. The skilled artisan would expect success in 
adapting this method for local administration VEGF, FGF2, and neural stem ceils for treating 
a mammal having a disorder involving loss or injury of neural cells as taught by Delfani and 
Alitalo, thus arriving at the instantly claimed methods. 



Conclusion 

12. Claims 1-9, 11-19, 21-23, 25, and 26 are rejected. 
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13. Claims 10 and 24 are objected to as being dependent upon a rejected base claim, but would 
be allowable if rewritten in independent form including all of the limitations of the base 
claim and any intervening claims. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Daniel C. Gamett, PhD., whose telephone number is (571)272- 
1853. The examiner can normally be reached on 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath N. Rao can be reached on 571 272 0939. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Daniel C Gamett/ 
Examiner, Art Unit 1647 



